Progesterone did not induce ovulation in rats treated with ICI 46,474 on both dioestrus day 1 and 2. Sexual receptivity in ovariectomized oestradiol-treated (2.0 \g=m\g/day) rats was significantly depressed by the antioestrogen (1.0 mg/day) whether it was given 1 h before, 1 h after, or at the same time as the oestradiol. The compound also prevented the uterine weight increase in response to oestradiol but exerted a significant effect on uterine weight itself when compared to oil treated controls.
Ovulation may be inhibited by preventing the positive feedback effect of oestradiol on the ovulatory surge of gonadotrophin. Shirley et al. (1968) found that suitably timed injections of the antioestrogen MER 25 could prevent uterine ballooning, vaginal cornification and ovulation in the rat. More re¬ cently Labhsetwar (1970a,è) demonstrated similar effects using ICI 46,474. Ferin et al. (1969a,è) (Siegel 1956 ).
RESULTS
In preliminary studies 0.2 mg was found to be the minimum dose of anti¬ oestrogen which would effectively delay ovulation for a minimum of 24 h when given at 15:00 h on the second day of dioestrus. Of 13 rats given this dose (Table 1 Group 1), 4 were delayed for 24 h and the remaining 9 for longer than 24 h. Stimulation of the medial basal hypothalamus in the region The results in Table 2 show that the antioestrogen significantly depresses the lordosis response in ovariectomised oestrogen-treated females. The effect was equally noticeable whether the compound was given 1 h before, 1 h after or at the same time as the oestradiol. When given alone the antioestrogen had no significant effect on behaviour. Although the uterine weight was significant¬ ly increased by the antioestrogen it clearly prevented any additional increase in weight due to oestradiol treatment.
DISCUSSION
The inhibition of ovulation following the subcutaneous administration of ICI 46,474 confirms the previous observations of Labhsetwar (I970a,b) and further supports the hypothesis that the preovulatory rise in oestradiol levels is a prerequisite for the occurrence of ovulation. In previous studies in which ovula-tion was prevented or delayed by the administration of progesterone or norethindrone (McDonald 8c Gilmore \97\a,b) it was possible to overcome the inhibition by stimulation of either the preoptic area or basal hypothalamus. (1968, 1971) who also showed the necessity for oestrogen conditioning before pro¬ gesterone would induce the release of gonadotrophins.
The uterine weight data in Table 2 clearly show that ICI 46,474 possesses inherent oestrogenic activity since it significantly increased uterine weight over the oil treated controls. However, it is equally clear that the action of oestra¬ diol was completely blocked by the antioestrogen. The compound also inhibited oestradiol induced receptivity in the female and was completely ineffective on its own. Thus, although the inherent oestrogenic properties of the compound were sufficient to influence uterine weight the less sensitive neural mechanism was not activated. This agrees with the observations of Davidson et al. (1968) who showed that uterine weight was more sensitive to oestrogenic stimulation than was receptivity. It is interesting that when both oestradiol and the anti¬ oestrogen were given together the females exhibited a higher, though not significantly so, degree of receptivity compared to treatment with the anti¬ oestrogen before or after the oestradiol. There is no obvious explanation for this finding at present.
